Introduction {#S0001}
============

Hydatidiform mole (HM) is the most common form of gestational trophoblastic neoplasia, but its recurrence is very rare. Here, we highlight the case of a patient who experienced five consecutive molar pregnancies without even a single viable gestation in between them.

Case Report {#S0002}
===========

A 22-year-old patient, married for four years, fifth gravida, previous four abortions presented at 11th week of gestation and, was diagnosed with a complete molar pregnancy on ultrasonography (as shown in [Figure 1](#F0001){ref-type="fig"}). She gave a history of four previous histologically confirmed molar pregnancies, the last evacuation being 10 months prior to the present pregnancy. Her family had no history of recurrent molar pregnancy. Her blood group was A positive; and her complete blood count, renal function tests, liver function tests and chest X- ray were normal. Serum TSH was 0.02 micro international units/mL and her beta HCG was more than 100,000 milli--international units/mL. Karyotyping of the patient and her husband was normal. After informed consent and arrangement for adequate blood, the patient underwent an uneventful suction and evacuation procedure. The histopathology picture of the products showed characteristic hydropic changes in villi, as shown in [Figure 2](#F0002){ref-type="fig"}. Post procedure, her serum human chorionic gonadotropin (beta-hCG) levels was measured weekly until undetectable and then monthly for 6 months. The patient was discharged on oral contraceptive pills and counselled for adoption.Figure 1TVS (Transvaginal sonography) picture of the patient showing a snowstorm appearance.Figure 2Hematoxylin and eosin (H & E) stained images of the products showing hydropic changes in the chorionic villi.

Discussion {#S0003}
==========

Hydatidiform mole (HM) is characterised by hydropic swelling of the placental villi, hyperplasia of villous trophoblast, and absent or abnormal foetal development. Hydatidiform moles occur as two types, complete and partial. Complete hydatidiform moles are most likely to result from the fertilisation of an empty egg, (ie one from which the nuclear material is either lost or inactivated), by a single haploid (23x chromosomes) sperm. This haploid set of chromosomes then duplicates to 46xx, so that the complete mole is homozygous and paternal in origin.[@CIT0001] Less frequently, the empty egg is fertilised by two separate sperms, resulting in either a 46xx or a 46xy heterozygous chromosomal constitution.[@CIT0002] In a partial hydatidiform mole, maternal chromosomes are present, along with 2 sets of paternal chromosome, leading to triploidy.[@CIT0003] Both these variants can turn malignant, however complete moles are more commonly involved in the cancerous process.

In India and the Middle East, the incidence of molar pregnancy is estimated at 1 in 160 pregnancies.[@CIT0004] In the UK, the rate is lower, at 1 in 600.[@CIT0014] After one molar pregnancy, the risk of a HM in a subsequent pregnancy increases only to ∼1--2%.[@CIT0005] However, this risk depends on the variant of the mole. Following a complete molar pregnancy, the risk of HM in the following pregnancy has been reported as 0.91 percent. The risk, however, seems to be lower, at 0.28 percent, following a partial mole in the prior pregnancy according to the literature. The risk can be further lowered if a molar pregnancy is followed by an intervening normal viable gestation. After two consecutive molar pregnancies, the risk increases to 23 percent.[@CIT0005] Approximately 80% of the second HMs are of the same histopathological type as the index mole.[@CIT0006]

Molar pregnancy is associated with an increased risk of persistent trophoblastic gestational disease (PTD); consequently, proper diagnosis and risk assessment is imperative. Notably, patients with a uterine size at 4 weeks that is larger than the size during the period of amenorrhea, and those with the presence of a thecal lutein cyst with a size \>6cm, have a 50% risk of persistent disease. Patients with complete molar pregnancies have a 5 percent risk of PTD, whereas this risk declines to \<1% in cases of partial molar pregnancies.[@CIT0007] Recurrent complete moles have significant implications, including a risk of malignant transformation and a poor reproductive future for the woman.[@CIT0012]

Patients with recurrent hydatidiform moles can be divided into two groups: one with and other without a positive family history. Those patients with a positive family history of recurrent complete moles and consanguinity are usually biparental.[@CIT0011] Patients with a personal history of recurrent moles but no positive family history of recurrent moles usually have androgenetic complete hydatidiform moles.[@CIT0010]

Familial recurrent HM (FRHM) are extremely rare, with their occurrence reported thus far in only 21 families in the medical literature. In these cases, the HM are diploid, but bi-parental, unlike the androgenetic origin of sporadic complete moles. These patients have an autosomal recessive condition that results in recurrent molar pregnancies with little chance of a successful pregnancy.

The precise incidence of FRHM is not known. At present, two genes, *NLRP7*[@CIT0008] and *KHDC3L*[@CIT0009] account for ∼75% and 5% of the affected cases, respectively. The mechanism by which these mutations lead to molar pregnancies still remains to be deciphered. The pathological features, however, are exactly the same as those of a sporadic complete mole that is paternal in origin. In women with three or more molar pregnancies, genotyping is warranted for the correct diagnosis of FRHM. Looking for the above-mentioned mutations in patients with bi-parental molars is also recommended.[@CIT0006] This becomes important in the management of this condition, as women with androgenetic complete moles who undergo in-vitro fertilisation (IVF) and pre-gestational diagnosis may have subsequent normal pregnancies that reduce the risk of further complete moles. Conversely, women with FRHM might consider IVF with a donor egg to achieve a viable pregnancy. In our case, the woman had no family history of molar pregnancy and the karyotypes of her and her husband were both normal. Genotyping of the molar tissue could not be done due to lack of resources.

Adequate follow-up of patients with HM should be done by measuring serial β-hCG levels to detect persistent gestational trophoblastic disease (PTD), which can potentially undergo malignant changes. Prophylactic chemotherapy is required in selected cases. The factors to be taken into consideration for this are high levels of beta-hCG at 4 weeks post evacuation (serum\>20,000 IU/L; urine\>30,000 IU/24 hrs), ongoing bleeding per vaginum, progressive rises in serum beta hCG level at any time following evacuation, detectable hCG at 4--6 months post-evacuation, and evidence of brain, kidney, liver, gastrointestinal tract or lung metastases, irrespective of beta- hCG levels. In our case, beta-HCG was undetectable by 1 month following the evacuation, so the patient did not receive chemotherapy.

Unlike persistent disease, repetitive molar pregnancy does not always warrant chemotherapy.[@CIT0013] However, counselling on future pregnancies poses a real obstetric dilemma. With the acceptability, available resources, risk of malignancy, and potential psychological trauma due to recurrent miscarriage in mind, the couple in our case was counselled for adoption.

Conclusion {#S0004}
==========

Recurrent molar pregnancy, although rare, is associated with significant mental trauma to the couple and an increased incidence of malignancy. Keeping genetic inheritance in consideration, we recommend that patients who present with recurrent molar pregnancy should be provided with the option of genetic testing. This would help to provide a better understanding of the woman's future prognosis, thereby aiding in more effective counselling of the patient.
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